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Tiotropium is a bronchodilator for the maintenance treatment of chronic obstructive
pulmonary disease (COPD).
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:4.2 Posology 9'v01 yT'n N90IN

4.2 Posology and method of administration
Posology

Tiotropium bromide capsules are only for inhalation and not for oral intake.

Cystic fibrosis

The safety and efficacy of Spiriva 18 microgram in children and adolescents has not been established. No data are available.
:4.4 Special warnings and precautions for use q'voax yT'n nooin

Tiotropium should be used with caution in patients with recent myocardial infarction < 6 months; any unstable or life
threatening cardiac arrhythmia or cardiac arrhythmia requiring intervention or a change in drug therapy in the past year;
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hospitalisation of heart failure (NYHA Class Ill or V) within the past year. These patients were excluded from the clinical trials
and these conditions may be affected by the anticholinergic mechanism of action.

‘4.5 Interaction with other medicinal products and other forms of interaction q'voa yT'n nooin
Use of LABA or ICS was not found to alter the exposure to tiotropium.
‘4.6 Fertility, pregnancy and lactation-2 y1'n [>TV

Pregnancy
For There is a very limited amount of data from the use of tiotropium bromide,ne-documented-clinical-data-en-expoesed

Studies-in animals-have-shewn pregnant women. Animal studies do not indicate direct or indirect harmful effects with respect

to reproductive toxicity asseciated-with-maternattexicity-at clinically relevant doses (see seetion 5.3). The-potentiatriskfor
humans-is—unknewn: As a precautionary measure, it is preferable to avoid the use of Spiriva sheuld-therefore-enly-be-used

during pregnancy when-clearhy-indicated.

:4.8 Undesirable Effects q'vod yT'n nooin

System Organ Class/ MedDRA Preferred Term Frequency

Anaphylactic reaction Not known

5.1 Pharmacodynamic properties q'vol yT'n |IDTY

Health-related Quality of Life

~The improvements of the

subdomains of the SGRQ-score were 8.19 units for “symptoms”, 3.91 units for “activity” and 3.61 units for “impact on daily
life”. The improvements of all of these separate subdomains were statistically significant.

Tiotropium active-controlled study

A long-term, large scale randomised, double-blind, active-controlled study with an observation period up to 3 years has been
performed to compare the efficacy and safety of Spiriva HandiHaler and Spiriva Respimat (5,694 patients receiving Spiriva
HandiHaler; 5,711 patients receiving Spiriva Respimat). The primary endpoints were time to first COPD exacerbation, time to
all-cause mortality and in a sub-study (906 patients) trough FEV; (pre-dose).

The time to first COPD exacerbation was numerically similar during the study with Spiriva HandiHaler and Spiriva Respimat
(hazard ratio (Spiriva HandiHaler/Spiriva Respimat) 1.02 with a 95% Cl of 0.97 to 1.08). The median number of days to the first
COPD exacerbation was 719 days for Spiriva HandiHaler and 756 days for Spiriva Respimat.

The bronchodilator effect of Spiriva HandiHaler was sustained over 120 weeks, and was similar to Spiriva Respimat. The mean
difference in trough FEV1 for Spiriva HandiHaler versus Spiriva Respimat was 0.010 L (95% CI -0.018 to 0.038 L).

In the post-marketing TioSpir study comparing Spiriva Respimat and Spiriva HandiHaler, all-cause mortality including vital status
follow up was similar during the study with Spiriva HandiHaler and Spiriva Respimat (hazard ratio (Spiriva HandiHaler/Spiriva

Respimat) 1.04 with a 95% Cl of 0.91 to 1.19).

Paediatric population:

The European Medicines Agency has waived the obligation to submit results of studies with Spiriva in all subsets of the
paediatric population in COPD and cystic fibrosis (see section 4.2 for information on paediatric use).
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:5.2 Pharmacokinetic properties q'vol yT'n |IDTY

b) General Characteristics of the Active Substance after Administration of the Medicinal Product

tiotropium bremide have an absolute bioavailability of 2-3%. Maximum tiotropium bremide plasma concentrations were
observed five 5-7 minutes after inhalation-

Elimination: The terminalelimination half-life of tiotropium bremide-is ranges between-5-and-6-daysfellowing-inhalation 27-45
h in COPD patients. Total clearance was 880 ml/min after an intravenous dose in young healthy volunteers—with—an
interindividual-variability-ef 22%. Intravenously administered tiotropium bremide-is mainly excreted unchanged in urine (74%).
After dry powder inhalation by COPD patients to steady-state, urinary excretion is 347% (1.3 pg) of the-deseunchanged drug
over 24 hours, the remainder being mainly non-absorbed drug in gut that is eliminated via the faeces. The renal clearance of
tiotropium bremide exceeds the creatinine clearance, indicating secretion into the urine. After chronic once daily inhalation by
COPD patients, pharmacokinetic steady state was reached after2-3-weeksby day 7 with no accumulation thereafter.

c) Characteristics in Patients

Geriatric Patients: As expected for all predominantly renally excreted drugs, advaneed-advancing age was associated with a
decrease of tiotropium bremide-renal cIearance (326 365 mL/min in COPD patlents < 5865 years to 163271 mL/mm in COPD
patlents > 70 65 years) whi

d%y—pewder—mha«la!ems—MHd-Followmg once dally inhaled administrations of tlotroplum to steady state in COPD patients, mild
renal impairment (CLCR 50-80 ml/min) whi
eeneentrations-resulted in slightly {39%-irerease-in-higher AUCo.qssan a#ter—m%r—aveﬂeas—mfuﬁeﬂ-)— (between 1.8-30% higher) and

similar Cmax, ss values compared to patients with normal renal function (CLCR >80 ml/min).

In COPD patients with moderate to severe renal impairment (CLCR < 50 ml/min), the intravenous administration of tiotropium
bromide resulted in doubling of the plasma-concentrations total exposure (82% inerease-in-ACO-4h), higher AUCO-4h and 52%
higher Cmax) compared to COPD patients with normal renal function, which was confirmed by plasma concentrations after dry
powder inhalation.

Japanese COPD Patients: In cross trial comparison, mean peak tiotropium plasma concentrations 10 minutes post-dosing at
steady-state were 20% to 70% higher in Japanese compared to Caucasian COPD patients following inhalation of tiotropium but
there was no signal for higher mortality or cardiac risk in Japanese patients compared to Caucasian patients. Insufficient
pharmacokinetic data is available for other ethnicities or races.
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